Нейрональный цероидный липофусциноз 2-го типа. Клинический случай by L. Kraeva S. et al.
244
СЛУЧАʘ ИЗ КЛИНИЧЕСКОʘ ПРАКТИКИ
ÓÄÊ 616.8-003.99-056.7:576.311.344:576.385.7
https://doi.org: 10.20538/1682-0363-2019-4-244–248
Нейрональный цероидный липофусциноз 2-го типа. Клинический случай  
Краева Л.С., Алифирова В.М., Королева Е.С., Кузьмина А.В.
Сибирский государственный медицинский университет (СибГМУ) 
Россия, 634050, г. Томск, Московский тракт, 2
РЕЗЮМЕ
Íåéðîíàëüíûé öåðîèäíûé ëèïîôóñöèíîç (ÍÖË), èëè áîëåçíü Áàòòåíà, –  ãðóïïà íàñëåäñòâåííûõ 
íåéðîäåãåíåðàòèâíûõ çàáîëåâàíèé, õàðàêòåðèçóþùèõñÿ âîçðàñò-çàâèñèìûì äåáþòîì, ïðîãðåññèðóþ-
ùåé ìèîêëîíè÷åñêîé ýïèëåïñèåé, çðèòåëüíûìè íàðóøåíèÿìè, ïðîãðåññèðóþùèìè èíòåëëåêòóàëüíû-
ìè è äâèãàòåëüíûìè ðàññòðîéñòâàìè. Ïðè âñåõ ôîðìàõ ÍÖË â ãîëîâíîì ìîçãå è äðóãèõ òêàíÿõ èìå-
åò ìåñòî íàêîïëåíèå ïàòîëîãè÷åñêîãî àóòîôëóîðåñöåíòíîãî ëèïîïèãìåíòà. Äèàãíîç óñòàíàâëèâàþò 
íà îñíîâàíèè îïðåäåëåíèÿ àêòèâíîñòè ñïåöèôè÷åñêèõ ôåðìåíòîâ â ëåéêîöèòàõ êðîâè èëè êóëüòóðå 
êëåòîê êîæíûõ ôèáðîáëàñòîâ, äàííûõ ýëåêòðîííîé ìèêðîñêîïèè áèîïòàòîâ, ðåçóëüòàòîâ ìîëåêó-
ëÿðíî-ãåíåòè÷åñêîãî èññëåäîâàíèÿ. Â ñòàòüå îïèñàí êëèíè÷åñêèé ñëó÷àé ÍÖË ñ äåáþòîì â âîçðàñòå 
3 ëåò â âèäå ýïèëåïòè÷åñêèõ òîíèêî-êëîíè÷åñêèõ ïðèïàäêîâ è äàëüíåéøèì ïðîãðåññèðîâàíèåì ñ 
ïðèñîåäèíåíèåì ìèîêëîíè÷åñêèõ ïðèñòóïîâ, äâèãàòåëüíûõ ïèðàìèäíûõ è ìîçæå÷êîâûõ íàðóøåíèé, 
èíòåëëåêòóàëüíî-ìíåñòè÷åñêèõ è ðå÷åâûõ ðàññòðîéñòâ. Ïðåäñòàâëåííûé êëèíè÷åñêèé ñëó÷àé äå-
ìîíñòðèðóåò òðóäíîñòè â äèàãíîñòèêå íåéðîäåãåíåðàòèâíûõ çàáîëåâàíèé â äåáþòå, îáóñëîâëåííûå 
îòñóòñòâèåì ïàòîãíîìîíè÷íûõ ïðèçíàêîâ áîëåçíè ïðè íåéðîôèçèîëîãè÷åñêîì è íåéðîâèçóàëèçàöè-
îííîì îáñëåäîâàíèÿõ, àêòóàëèçèðóåò íåîáõîäèìîñòü ïðîâåäåíèÿ äîïîëíèòåëüíîãî ìîëåêóëÿðíî-ãå-
íåòè÷åñêîãî èññëåäîâàíèÿ.
Êëþ÷åâûå ñëîâà: íåéðîíàëüíûé öåðîèäíûé ëèïîôóñöèíîç, ðåçèñòåíòíàÿ ýïèëåïñèÿ, ìóòàöèÿ â ãåíå 
òðèïåïòèäèë ïåïòèäàçû (TPP1).
Êîíôëèêò èíòåðåñîâ. Àâòîðû äåêëàðèðóþò îòñóòñòâèå ÿâíûõ è ïîòåíöèàëüíûõ êîíôëèêòîâ 
èíòåðåñîâ, ñâÿçàííûõ ñ ïóáëèêàöèåé íàñòîÿùåé ñòàòüè.
Èñòî÷íèê ôèíàíñèðîâàíèÿ. Àâòîðû çàÿâëÿþò îá îòñóòñòâèè ôèíàíñèðîâàíèÿ.
Äëÿ öèòèðîâàíèÿ: Êðàåâà Ë.Ñ., Àëèôèðîâà Â.Ì., Êîðîëåâà Å.Ñ., Êóçüìèíà À.Â. Íåéðîíàëüíûé öåðî-





A clinical case of neuronal ceroid lipofuscinosis type 2.
Kraeva L.S., Koroleva E.S., Alifirova V.M., Kuzmina A.V.  
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ABSTRACT
Neuronal ceroid lipofuscinoses (NCL, Batten disease) are a group of inherited neurodegenerative diseases 
characterized by age-related onset, progressive myoclonus epilepsy, visual impairment and progressive 
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Случай из клинической практики
ВВЕДЕНИЕ
Íåéðîíàëüíûé öåðîèäíûé ëèïîôóñöèíîç 
(ÍÖË) ÿâëÿåòñÿ îäíîé èç íàèáîëåå ÷àñòî íàñëå-
äóåìûõ äåòñêèõ íåéðîäåãåíåðàòèâíûõ ïàòîëîãèé. 
Ñóììàðíàÿ ÷àñòîòà âñòðå÷àåìîñòè âñåõ ôîðì 
çàáîëåâàíèÿ â ìèðå ñîñòàâëÿåò 1 : 25000 [1–4]. 
Â çàâèñèìîñòè îò êëèíè÷åñêîé êàðòèíû è âîç-
ðàñòà äåáþòà ñèìïòîìîâ âûäåëÿþò âðîæäåííóþ 
(CNCL), èíôàíòèëüíóþ (INCL), ïîçäíþþ èíôàí-
òèëüíóþ (LINCL), þâåíèëüíóþ (JNCL), âçðîñëóþ 
(ANCL) ôîðìû ÍÖË è ñåâåðíóþ ýïèëåïñèþ (NE 
PEMR). Íà ñåãîäíÿøíèé äåíü îïèñàíî 14 ãåíåòè-
÷åñêèõ ôîðì ÍÖË [5–7], ñîîáùàåòñÿ î áîëåå ÷åì 
360 ýòèîëîãè÷åñêèõ ìóòàöèÿõ ÍÖË [8].   
LINCL (2-, 5-, 6-, 7-é òèïû) – ãåíåòè÷åñêè ãå-
òåðîãåííàÿ ãðóïïà, õàðàêòåðèçóþùàÿñÿ ñõîäíûì 
âîçðàñòîì äåáþòà. Â çàâèñèìîñòè îò êëèíè÷åñêîé 
êàðòèíû áîëåçíè è ìîëåêóëÿðíî-ãåíåòè÷åñêî-
ãî äåôåêòà âûäåëÿþò êëàññè÷åñêèé LINCL (2-é 
òèï cLINCL), ôèíñêèé LINCL (5-é òèï fLINCL), 
öûãàíñêèé/èíäèéñêèé èëè ðàííèé þâåíèëüíûé 
LINCL (6-é òèï vLINCL), òóðåöêèé âàðèàíò (7-é 
òèï tLINCL) [9].
Êëàññè÷åñêèé cLINCL, èëè áîëåçíü ßíñêîãî – 
Áèëüøîâñêîãî, ÿâëÿåòñÿ àóòîñîìíî-ðåöåññèâíûì 
ïðîãðåññèðóþùèì çàáîëåâàíèåì, êîòîðîå îáó-
ñëîâëåíî ñíèæåíèåì àêòèâíîñòè ëèçîñîìàëüíîé 
òðèïåïòèäèëïåïòèäàçû, êîäèðóåìîé ãåíîì CLN2 
(TPP1). Ýòà ôîðìà ÍÖË øèðîêî ðàñïðîñòðàíåíà 
â ìèðå. Äåáþò çàáîëåâàíèÿ ðåãèñòðèðóåòñÿ ÷àùå 
â âîçðàñòå 2–4 ëåò â âèäå ãåíåðàëèçîâàííûõ òî-
íèêî-êëîíè÷åñêèõ ïðèñòóïîâ, çàäåðæêè ðå÷åâî-
ãî ðàçâèòèÿ, àòàêñèè. Ïî ìåðå ïðîãðåññèðîâàíèÿ 
intellectual and motor disorders. In all forms of NCL, the pathological autofluorescent lipopigment 
accumulates in the brain and other tissues. The diagnosis is made following determination of the activity 
of specific enzymes in blood leukocytes or cell culture of skin fibroblasts and investigation of biopsy 
specimens with electron microscopy as well as molecular genetic research. The article presents a patient 
with the onset of the disease at the age of 3 with epileptic tonic-clonic seizures, with further progression 
of the disease in the form of myoclonic seizures, motor pyramidal and cerebellar disorders, as well as 
intellectual, mnestic and speech disturbances. The presented clinical case demonstrates difficulties in the 
diagnosis of neurodegenerative diseases at onset, as well as the absence of pathognomonic signs of the 
disease during neurophysiological and neuroimaging examinations, which makes it necessary to conduct 
additional molecular and genetic research.
Key words: neuronal ceroid lipofuscinoses, progressive myoclonus epilepsy, mutations in the tripeptidyl 
peptidase (TPP1) gene.
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áîëåçíè ïðèñîåäèíÿþòñÿ äðóãèå òèïû ïðèñòóïîâ 
(ìèîêëîíè÷åñêèå, àòèïè÷íûå àáñàíñû, ôîêàëü-
íûå), ðàçâèâàþòñÿ äâèãàòåëüíûå, ìîçæå÷êîâûå 
è êîãíèòèâíûå ðàññòðîéñòâà, âîçíèêàåò ïîñòå-
ïåííîå ñíèæåíèå çðåíèÿ, ïðèâîäÿùåå ê ïîëíîé 
ñëåïîòå â âîçðàñòå 4–6 ëåò. Òå÷åíèå çàáîëåâàíèÿ 
áûñòðî ïðîãðåññèðóþùåå ñ ëåòàëüíûì èñõîäîì â 
òå÷åíèå íåñêîëüêèõ ëåò [4, 7, 10–14]. Ïðè ïðîâå-
äåíèè ìàãíèòíî-ðåçîíàíñíîé òîìîãðàôèè (ÌÐÒ) 
ãîëîâíîãî ìîçãà ó ïîäàâëÿþùåãî áîëüøèíñòâà 
ïàöèåíòîâ îáíàðóæèâàþò äèôôóçíóþ êîðòè-
êàëüíóþ è ñóáêîðòèêàëüíóþ àòðîôèþ âåùåñòâà 
ãîëîâíîãî ìîçãà è ìîçæå÷êà, à òàêæå ïîâûøåíèå 
èíòåíñèâíîñòè ÌÐ-ñèãíàëà â ïåðèâåíòðèêóëÿð-
íîì áåëîì âåùåñòâå è ñíèæåíèå èíòåíñèâíîñòè 
ÌÐ-ñèãíàëà â îáëàñòè áàçàëüíûõ ãàíãëèåâ è òà-
ëàìóñà [11]. Íà ýëåêòðîýíöåôàëîãðàôèè (ÝÝÃ) 
ðåãèñòðèðóþò óìåíüøåíèå àìïëèòóäû îñíîâíîãî 
êîðêîâîãî ðèòìà, îòñóòñòâèå ñôîðìèðîâàííûõ 
ñîííûõ âåðåòåí âî âðåìÿ ñíà, îñëàáëåíèå ýëåê-
òðîôèçèîëîãè÷åñêîé ðåàêöèè íà ïðîáû ñ îò-
êðûâàíèåì-çàêðûâàíèåì ãëàç ñ ïîñëåäóþùåé äå-
ïðåññèåé àëüôà-ðèòìà ïî ñðàâíåíèþ ñ ôîíîâîé 
êîðêîâîé àêòèâíîñòüþ [4, 12].    Âàðèàíòû ïîçä-
íåé èíôàíòèëüíîé ôîðìû ÍÖË èìåþò ñõîäíóþ 
êëèíè÷åñêóþ êàðòèíó, íî îáóñëîâëåíû ðàçíûìè 
ìîëåêóëÿðíî-ãåíåòè÷åñêèìè äåôåêòàìè.
КЛИНИЧЕСКИЙ СЛУЧАЙ
Ïàöèåíòêà Ø., 05.06.2014 ãîäà ðîæäåíèÿ (3 
ãîäà), ïîñòóïèëà â Äåòñêóþ êëèíèêó ÑèáÃÌÓ 
01.11.2017 ã. ñ æàëîáàìè íà ñóäîðîæíûå ìèîêëî-
íè÷åñêèå ïðèñòóïû â êîíå÷íîñòÿõ ñ ÷àñòîòîé 2–3 
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ðàçà â ñóòêè, íåãàòèâíûé ìèîêëîíóñ  íîãàõ ñ ïà-
äåíèÿìè, íåóñòîé÷èâîñòü ïðè õîäüáå.
Àíàìíåç çàáîëåâàíèÿ. Âïåðâûå òîíèêî-êëîíè-
÷åñêèé ïðèñòóï ñ ïîòåðåé ñîçíàíèÿ ïðîèçîøåë 
ó áîëüíîé âî âðåìÿ èãðû íà äåòñêîé ïëîùàäêå 
â àïðåëå 2017 ã. è áûë ðàñöåíåí êàê ïîñëåäñòâèå 
óäàðà ãîëîâû, ïîëó÷åííîãî çà íåäåëþ äî ïðèñòó-
ïà. Äåâî÷êà áûëà ãîñïèòàëèçèðîâàíà â ñòàöèîíàð 
ñ äèàãíîçîì «ñîòðÿñåíèå ãîëîâíîãî ìîçãà, ýïè-
ëåïòè÷åñêèé ñèíäðîì».  ×åðåç 2 íåä òîíèêî-êëî-
íè÷åñêèé ïðèñòóï ïîâòîðèëñÿ. Ïðè ïðîâåäåíèè 
ÝÝÃ 25.05.2017 ã. áûëà âûÿâëåíà ýïèëåïòè÷åñêàÿ 
àêòèâíîñòü â âèäå îñòðîé-ìåäëåííîé âîëíû ñëå-
âà â çàòûëî÷íî-çàäíåâèñî÷íîé îáëàñòè â ôîíå, 
åäèíè÷íûõ êîìïëåêñîâ ïî òèïó «ïèê–âîëíà» è 
«ïîëèïèê–âîëíà» ñïðàâà ïî âñåì îòâåäåíèÿì ñ 
òåíäåíöèåé ê áèëàòåðàëüíîé ñèíõðîíèçàöèè ïî-
ñëå ôîòîñòèìóëÿöèè è åäèíè÷íûõ îñòðûõ âîëí ïî 
òèïó äîáðîêà÷åñòâåííûõ ýïèëåïòèôîðìíûõ ïàò-
òåðíîâ äåòñòâà äèôôóçíî ïîñëå ôîòîñòèìóëÿöèè. 
Ïîñëå êîíñóëüòàöèè ýïèëåïòîëîãà ïàöèåíòêà ïî-
ëó÷àëà ëå÷åíèå ïðîòèâîñóäîðîæíûìè ïðåïàðàòà-
ìè âàëüïðîåâîé êèñëîòû (äåïàêèí õðîíîñôåðà). 
Ïðè äîñòèæåíèè äîçû ïðåïàðàòà 30 ìã/êã â ñóòêè 
ó ðåáåíêà âîçíèêëà àëëåðãè÷åñêàÿ ðåàêöèÿ â âèäå 
âûðàæåííîãî îòåêà ñëèçèñòîé îáîëî÷êè íîñà ñ 
îòñóòñòâèåì íîñîâîãî äûõàíèÿ è îòåê åâñòàõèå-
âîé òðóáû. Ïðåïàðàò áûë çàìåíåí íà êîíâóëåêñ, 
ïðè ïðèåìå êîòîðîãî òàêæå ðàçâèëàñü àëëåðãè÷å-
ñêàÿ ðåàêöèÿ â âèäå óäóøüÿ. Äàëüíåéøàÿ ñìåíà 
ëåêàðñòâåííîãî ñðåäñòâà íà òîïàìàêñ ïðèâåëà ê 
óâåëè÷åíèþ ÷àñòîòû ïðèñòóïîâ. Ñ èþíÿ 2017 ã. 
ïàöèåíòêà ïðèíèìàåò ëåâåòèðàöåòàì (êåïïðà) ñ 
ïîëîæèòåëüíûì ýôôåêòîì. Íà ôîíå ïðîâîäè-
ìîé òåðàïèè çàðåãèñòðèðîâàíà êðàòêîâðåìåííàÿ 
ðåìèññèÿ (2 ìåñ). Òîíèêî-êëîíè÷åñêèå ïðèñòóïû 
âîçîáíîâèëèñü ñ ïðåæíåé ÷àñòîòîé ïîñëå ïåðåíå-
ñåííîãî îñòðîãî ðåñïèðàòîðíîãî çàáîëåâàíèÿ â 
ñåíòÿáðå 2017 ã.  
Àíàìíåç æèçíè. Ïàöèåíòêà ðîäèëàñü â ñðîê ñ 
ìàññîé òåëà 3 700 ã, îöåíêà ïî øêàëå Àïãàð 8–9 
áàëëîâ, îò ïåðâîé áåðåìåííîñòè, ïðîòåêàâøåé 
áåç îñëîæíåíèé. Ðàííåå ïñèõîìîòîðíîå ðàçâèòèå 
äî äåáþòà ïðèñòóïîâ ñîîòâåòñòâåííî âîçðàñòó. 
Çàäåðæêà ðå÷åâîãî ðàçâèòèÿ. 
Ñîìàòè÷åñêèé ñòàòóñ – ïàòîëîãè íå îáíàðó-
æåíî. 
Íåâðîëîãè÷åñêèé ñòàòóñ. Ïîõîäêà àòàêòè÷å-
ñêàÿ. Ïðè õîäüáå ðåáåíêà âñåãäà ïðèäåðæèâàåò 
ìàòü, òàê êàê äåâî÷êà ñïîòûêàåòñÿ, ìîæåò óïàñòü. 
Ëèöî â ïîêîå ñèììåòðè÷íî, ãëàçíûå ùåëè D = 
S. Çðà÷êè îêðóãëîé ôîðìû, D = S. Çà ìîëîòêîì 
ñëåäèò, îáúåì äâèæåíèé ãëàçíûõ ÿáëîê ïîëíûé, 
íèñòàãìà íåò. Íîñîãóáíûå ñêëàäêè ñèììåòðè÷íû. 
Òîíóñ â êîíå÷íîñòÿõ ñíèæåí. Ñóõîæèëüíûå ðåô-
ëåêñû âåðõíèõ êîíå÷íîñòåé æèâûå, ðàâíûå. Êî-
ëåííûå è àõèëëîâû ðåôëåêñû æèâûå, ðàâíûå ñ 
äâóõ ñòîðîí. Ïàòîëîãè÷åñêèå êèñòåâûå è ñòîïíûå 
çíàêè íå îáíàðóæåíû. Ðå÷ü íå ðàçâèòà, ãîâîðèò 
îòäåëüíûå ïðîñòûå ñëîâà. Ïðè îñìîòðå íåîäíî-
êðàòíî îòìå÷àëèñü ïðèñòóïû â âèäå ìèîêëîíèé 
êîíå÷íîñòåé è ìèàòîíè÷åñêèå ïðèñòóïû â âèäå 
åäèíè÷íûõ ïàäåíèé. Ðåáåíîê â øëåìå, òðàâì íåò.
Äàííûå ëàáîðàòîðíûõ èññëåäîâàíèé. Â îáùåì 
è áèîõèìè÷åñêîì àíàëèçàõ êðîâè, ïðè èññëåäîâà-
íèè êðîâè íà èíôåêöèè, àíàëèçàõ ìî÷è ïàòîëî-
ãèè íå âûÿâëåíî.
 Íà ÝÝÃ îò 02.11.2017 äîìèíèðóåò âûñîêî-
àìïëèòóäíàÿ ìåäëåííî-âîëíîâàÿ ôîíîâàÿ àê-
òèâíîñòü. Ðåãèñòðèðóþòñÿ ãåíåðàëèçîâàííûå 
ýïèëåïòèôîðìíûå ïàòòåðíû â âèäå äèôôóçíûõ 
îñòðûõ âîëí, êîìïëåêñîâ «ïèê–ïîëèïèê–âîëíà».
 ÌÐÒ ãîëîâíîãî ìîçãà îò 09.11.2017: ÌÐ-ïðè-
çíàêè ðàñøèðåíèÿ êîíâåêñèòàëüíûõ íàðóæíûõ 
ëèêâîðíûõ ïðîñòðàíñòâ, ëèêâîðíûõ ïðîñòðàíñòâ 
áàçàëüíûõ îòäåëîâ è âíóòðåííèõ ëèêâîðíûõ ïðî-
ñòðàíñòâ çàìåñòèòåëüíîãî õàðàêòåðà (ðèñ.).
Äèôôåðåíöèàëüíûé äèàãíîç ïðîâîäèëñÿ ìåæ-
äó ýïèëåïñèåé ñ ìèîêëîíè÷åñêè-àñòàòè÷åñêèìè 
ïðèñòóïàìè (ñèíäðîì Äóçå) è ïðîãðåññèðóþùèìè 
ìèîêëîíóñ-ýïèëåïñèÿìè, îáóñëîâëåííûìè íåéðî-
äåãåíàðòèâíûìè çàáîëåâàíèÿìè – ãàíãëèîçèäî-
çîì, ìèòîõîíäðèàëüíîé ïàòîëîãèåé. 
Ëå÷åíèå ïàöèåíòêè çàêëþ÷àëîñü â ïîñòîÿííîì 
ïðèåìå ïðîòèâîñóäîðîæíûõ ïðåïàðàòîâ: ëåâåòè-
ðàöåòàì (êåïïðà) â äîçå 70 ìã/êã â ñóòêè, ëàìî-
òðèäæèí (ëàìèêòàë) 50 ìã/ñóò. Ðåêîìåíäîâàíî 
ïðîâåäåíèå ãåíåòè÷åñêîãî îáñëåäîâàíèÿ íà ïà-
íåëü ýïèëåïñèè.
Ïðè îñìîòðå 03.10.2018 â äèíàìèêå ÷åðåç ãîä 
áîëüíîé Ø. îòìå÷àåòñÿ ïðîãðåññèâíîå óõóäøåíèå 
ñîñòîÿíèÿ. Ïàöèåíòêà óòðàòèëà íàâûêè ñàìîñòî-
ÿòåëüíîé õîäüáû, ðå÷è. Ñàìîñòîÿòåëüíîå ïèòà-
íèå íåâîçìîæíî. Îáðàùåííóþ ðå÷ü íå ïîíèìàåò. 
Ñòîèò òîëüêî ïðè ïîääåðæêå, âàðóñíàÿ óñòàíîâ-
êà ñòîï. Ïðîñüáû íå âûïîëíÿåò, ïðîäóêòèâíîìó 
êîíòàêòó íåäîñòóïíà. Êîæíûå ïîêðîâû è âèäèìûå 
ñëèçèñòûå îáîëî÷êè ÷èñòûå. Ãëàçíûå ùåëè D = S. 
Çðà÷êè îêðóãëîé ôîðìû, D = S.  Äâèæåíèÿ ãëàç-
íûõ ÿáëîê â ïîëíîì îáúåìå. Ñëåäèò çà ìîëîòêîì 
íåïðîäîëæèòåëüíî. Íèñòàãìà íåò. Ðåàêöèÿ çðà÷êîâ 
íà ñâåò ñîõðàíåíà. Íîñîãóáíûå ñêëàäêè ñèììåòðè÷-
íû. Îæèâëåí ãëîòî÷íûé ðåôëåêñ. Ãèïåðñàëèâàöèÿ. 
Ãëîòàíèå íå çàòðóäíåíî. Ìûøå÷íûé òîíóñ âåðõíèõ 
êîíå÷íîñòåé ãðóáî íå èçìåíåí. Îáúåì àêòèâíûõ è 
ïàññèâíûõ äâèæåíèé â êîíå÷íîñòÿõ ïîëíûé. Ñóõî-
æèëüíûå ðåôëåêñû ñ ðóê îæèâëåíû, ðàâíû. Ïàòî-
ëîãè÷åñêèõ ðåôëåêñîâ íå îáíàðóæåíî. 
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Â íèæíèõ êîíå÷íîñòÿõ ïîâûøåí òîíóñ èêðî-
íîæíûõ ìûøö ïî ïëàñòè÷åñêîìó òèïó. Ðåôëåêñû 
êîëåííûå è àõèëëîâû âûñîêèå, ðàâíû. Ïàòîëîãè-
÷åñêèå ðåôëåêñû Áàáèíñêîãî ñ äâóõ ñòîðîí. Îò-
ìå÷àþòñÿ ïîñòîÿííûå ìèîêëîíèè â êîíå÷íîñòÿõ 
è òóëîâèùå, ïàäåíèé íåò, äðóãèõ ïðèñòóïîâ íà 
ôîíå ïðîâîäèìîé òåðàïèè íå çàðåãèñòðèðîâàíî.
Â ëàáîðàòîðèè ìîëåêóëÿðíîé ïàòîëîãèè «Ãå-
íîìåä» áûë âûïîëíåí ïîèñê ïàòîãåííûõ ìóòàöèé, 
àññîöèèðîâàííûõ ñ íàñëåäñòâåííûìè ôîðìàìè 
ýïèëåïñèé, ýïèëåïòè÷åñêèõ ýíöåôàëîïàòèé. Âûÿâ-
ëåíà ðàíåå îïèñàííàÿ ãîìîçèãîòíàÿ ìóòàöèÿ â ýê-
çîíå ãåíà TPP1 (chr11:6638271G>A,rs119455955), 
ïðèâîäÿùàÿ ê ïîÿâëåíèþ ñàéòà ïðåæäåâðåìåí-
íîé òåðìèíàöèè òðàíñëÿöèè â 208-ì êîäîíå 
(p.Arg208Ter, NM_000391.3). Ìóòàöèÿ îïèñàíà 
â êîìïàóíä-ãåòåðîçèãîòíîé ãðóïïå ïàöèåíòîâ ñ 
ÍÖË òèï 2 (OMIM:607998#003). ×àñòîòà ìóòàöèè 
â êîíòðîëüíîé âûáîðêå ExAC ñîñòàâëÿåò 0,0173%. 
Ìóòàöèþ ñëåäóåò ðàñöåíèâàòü êàê ïàòîãåííóþ.
Íà îñíîâàíèè ìîëåêóëÿðíî-ãåíåòè÷åñêèõ ìàð-
êåðîâ è ïàòîãíîìîíè÷íîé êëèíè÷åñêîé êàðòèíû, 
êîððåëèðóþùåé ñ äàííûìè íåéðîôèçèîëîãè÷å-
ñêîãî îáñëåäîâàíèÿ, ïàöèåíòêå áûë âûñòàâëåí 
äèàãíîç: íåéðîíàëüíûé öåðîèäíûé ëèïîôóñöè-
íîç 2-ãî òèïà, áîëåçíü ßíñêîãî – Áèëüøîâñêî-
ãî. Ýïèëåïñèÿ ãåíåòè÷åñêàÿ ñ ìèîêëîíè÷åñêèìè 
ïðèñòóïàìè áåç óòðàòû ñîçíàíèÿ. Àòàêòè÷åñêèé 
ñèíäðîì, íèæíÿÿ ñïàñòè÷åñêàÿ äèïëåãèÿ, êîãíè-
òèâíûå è ðå÷åâûå íàðóøåíèÿ ïðîãðåññèðóþùèå.
ЗАКЛЮЧЕНИЕ
Íàñòîÿùèé ñëó÷àé ðåçèñòåíòíîãî òå÷åíèÿ 
ýïèëåïñèè ñ äåáþòîì â âîçðàñòå 3 ëåò, ïðî-
ãðåññèðóþùèìè äâèãàòåëüíûìè, èíòåëëåêòóàëü-
íî-ìíåñòè÷åñêèìè, ðå÷åâûìè íàðóøåíèÿìè áûë 
âåðèôèöèðîâàí íà îñíîâàíèè ïðîâåäåííîãî ìî-
ëåêóëÿðíî-ãåíåòè÷åñêîãî èññëåäîâàíèÿ è âû-
ÿâëåííîé ãîìîçèãîòíîé ìóòàöèè â ýêçîíå ãåíà 
ÒÐÐ1.   Íàëè÷èå â äåáþòå òîíèêî-êëîíè÷åñêèõ 
ïðèñòóïîâ ñ óòðàòîé ñîçíàíèÿ è ðåìèññèåé íà 
ôîíå òåðàïèè, íåñïåöèôè÷åñêèõ èçìåíåíèé íà 
ÌÐÒ ãîëîâíîãî ìîçãà â âèäå êîðòèêàëüíîé è 
ñóáêîðòèêàëüíîé àòðîôèè è èçìåíåíèé íà ÝÝÃ 
â âèäå äèôôóçíîé ýïèàêòèâíîñòè   ñ àêöåíòîì 
â çàòûëî÷íî-çàäíåâèñî÷íîé îáëàñòè ïîñëå ôîòî-
ñòèìóëÿöèè íå ïîçâîëÿåò äèàãíîñòèðîâàòü íàëè-
÷èå ãåíåòè÷åñêîé ïðîãðåññèðóþùåé ôîðìû ýïè-
ëåïñèè íà íà÷àëüíîì ýòàïå çàáîëåâàíèÿ. Òîëüêî 
äàëüíåéøåå ïðîãðåññèðîâàíèå ñ ïðèñîåäèíåíèåì 
ìèîêëîíè÷åñêèõ ïðèñòóïîâ, äâèãàòåëüíûõ ïèðà-
ìèäíûõ è ìîçæå÷êîâûõ íàðóøåíèé, èíòåëëåê-
òóàëüíî-ìíåñòè÷åñêèõ è ðå÷åâûõ ðàññòðîéñòâ 
ïîçâîëèëî ïðåäïîëîæèòü íàëè÷èå ïðîãðåññèðóþ-
ùåé ýïèëåïñèè íà ôîíå íåéðîäåãåíåðàòèâíîãî çà-
áîëåâàíèÿ è ïðîâåñòè ìîëåêóëÿðíî-ãåíåòè÷åñêîå 
îáñëåäîâàíèå äëÿ ïîäòâåðæäåíèÿ ãåíåòè÷åñêîé 
ïðèðîäû çàáîëåâàíèÿ. Òàêèì îáðàçîì, íåîáõîäè-
ìî øèðå èñïîëüçîâàòü ìîëåêóëÿðíî-ãåíåòè÷åñêîå 
îáñëåäîâàíèå íà ïàíåëè ýïèëåïñèè ïðè ðàííåì 
íà÷àëå ïðèñòóïîâ ó äåòåé è îòñóòñòâèåì ñòðóê-
òóðíûõ èçìåíåíèé íà ÌÐÒ, ïîçâîëÿþùèõ îáúÿñ-
íèòü ïðèðîäó ýïèëåïñèè.
ЛИТЕРАТУРА / REFERENCES
1. Êðàñíîïîëüñêàÿ Ê.Ä. Íàñëåäñòâåííûå áîëåçíè îáìåíà 
âåùåñòâ: ñïðàâî÷íîå ïîñîáèå äëÿ âðà÷åé.  Ì.: ÐÎÎ 
Öåíòð ñîöèàëüíîé àäàïòàöèè è ðåàáèëèòàöèè äåòåé 
«Ôîõàò», 2005: 364. [Krasnopol’skaya K.D. Hereditary 
metabolic diseases: Handbook for doctors. Moscow: ROO 
Center for social adaptation and rehabilitation of children 
“Fokhat” Publ., 2005: 364 (in Russ.)]. 
Ðèñóíîê. ÌÐÒ ãîëîâíîãî ìîçãà áîëüíîé Ø.: a – ñàãèòòàëüíûé ñðåç,  b – àêñèàëüíûé ñðåç
Figure. Brain MRI of the patient Sh.: a – sagittal section, b – axial section
Бюллетень сибирской медицины. 2019; 18 (4): 244–248
248
2. Ìèõàéëîâà Ñ.Â. Íåéðîíàëüíûå öåðîèäíûå ëèïîôóñ- 
öèíîçû.  Ýïèëåïòè÷åñêèå ýíöåôàëîïàòèè è ñõîæèå 
ñèíäðîìû ó äåòåé; ïîä ðåä. Ê.Þ. Ìóõèíà. Ì.: 
ÀðòÑåðâèñ Ëòä., 2011: 608. [Mikhaylova S.V. Neuronal 
ceroid lipofuscinoses. Epileptic encephalopathy and similar 
syndromes in children; edited by K.Yu. Mukhina. Mos-
cow: ArtServis Ltd. Publ., 2011: 608l (in Russ.)].
3. Backman M.I., Santavuori P.R., Aberg L.E., Aronen E.T. 
Psychiatric symptoms of childrens and adolescents with juve-
nile neuronal ceroid lipofuscinosis. J. Intellect. Disabil. Res. 
2005; 49 (1):  25–32. DOI: 10.1111/j.1365-2788.2005.00659.x.
4. Beltrán L., Valenzuela G.R., Loos M., Vargas R., Lizama 
R., Spinsanti P., Caraballo R.   Late-onset childhood neu-
ronal ceroid lipofuscinosis: Early clinical and electroen-
cephalographic markers. Epilepsy Res. 2018; 144: 49–52. 
DOI: 10.1016/j.eplepsyres.2018.05.005. 
5. Mole S.E., Cotman S.L. Genetics of the neuronal ceroid 
lipofuscinoses (batten disease). Biochim. Biophys. Acta. 
2015; 1852: 2237–2241. DOI: 10.1016/j.bbadis.2015.05.011.
6. Mole S.E., Michaux G., Codlin S., Wheeler R.B., Sharp 
J.D., Cutler D.F. CLN6, which is associated with a ly-
sosomal storage disease, is an endoplasmic reticulum 
protein. Exp. Cell Res. 2004; 298 (2): 399–406. DOI: 
10.1016/j.yexcr.2004.04.042.
7. Nickel M., Simonati A., Jacoby D., Lezius S., Kilian D., 
van de Graaf B., Pagovich O.E., Kosofsky B., Yohay K., 
Downs M., Slasor P., Ajayi T., Crystal R.G., Kohlschüt-
ter A., Sondhi D., Schulz A. Disease characteristics and 
progression in patients with late-infantile neuronal ceroid 
lipofuscinosis type 2 (CLN2) disease: an observational co-
hort study. Lancet Child. Adolesc. Health. 2018; 2 (8): 
582–590. DOI: 10.1016/S2352-4642(18)30179-2. 
8. Richards C.S., Bale S., Bellissimo D.B., Das S., Grody 
W.W., Hegde M.R. et al. ACMG recommendations for 
standards for interpretation and reporting of sequence 
variations: Revisions 2007. Genet. Med. 2008; 10 (4): 294–
300. DOI: 10.1097/GIM.0b013e31816b5cae.
9. Siintola E., Partanen S., Stromme P., Haapanen A., Hal-
ria M. Cathepsin D deficiency underlies congenital hu-
man neuronal ceroid-lipofuscinosis. Brain.  2006; 129 (6): 
1438–1445. DOI: 10.1093/brain/awl107.
10. Steinfeld R. et al. Late infantile neuronal ceroid lipofus-
cinosis: quantitative description of the clinical course in 
patients with CLN2 mutations. Am. J. Med. Genet. 2002; 
112: 347–354. DOI: 10.1002/ajmg.10660.
11. Vanhanen S.I., Raininko R., Autti T., Santavuori P. 
MRI evaluation of the brain in infantile neuronal 
ceroid-lipofuscinosis. Part 2: MRI findings in 21 pa-
tients.  J. Child. Neurol. 1995; 10 (6): 444–450. DOI: 
10.1177/088307389501000604.
12. Vanhanen S.I., Sainio K., Lappi M., Santavuori P. EEG 
and evoked potentials in infantile neuronal ceroid-lipo-
fuscinosis. J. Child. Neurol. 1997; 39 (7): 456–463. DOI: 
10.1111/j.1469-8749.1997.tb07465.x.
13. Wheeler R.B., Sharp J.D., Schultz R.A., Joslin J.M., 
Williams R.E., Mole S.E. The gene mutated in variant 
late-infantile neuronal ceroid lipofuscinosis (CLN6) and 
in nclf mutant mice encodes a novel predicted transmem-
brane protein. Am. J. Hum. Genet. 2002; 70 (2): 537–542. 
DOI: 10.1086/338708.
14. Worgall S. et al. Neurological deterioration in late in-
fantile neuronal ceroid lipofuscinosis. Neurology. 2007; 




Êðàåâà Ëþäìèëà Ñåðãååâíà, êàíä. ìåä. íàóê, àññè-
ñòåíò, êàôåäðà íåâðîëîãèè è íåéðîõèðóðãèè, ÑèáÃÌÓ, 
ã. Òîìñê. ORCID iD 0000-0002-1614-3749. 
Àëèôèðîâà Âàëåíòèíà Ìèõàéëîâíà, ä-ð ìåä. íàóê, 
ïðîôåññîð, çàâ. êàôåäðîé íåâðîëîãèè è íåéðîõèðóðãèè, 
ÑèáÃÌÓ, ã. Òîìñê. ORCID iD 0000-0002-4140-3223.
Êîðîëåâà Åêàòåðèíà Ñåðãååâíà, êàíä. ìåä. íàóê, äî-
öåíò, êàôåäðà íåâðîëîãèè è íåéðîõèðóðãèè, ÑèáÃÌÓ, 
ã. Òîìñê. ORCID iD 0000-0003-1911-166X.
Êóçüìèíà Àíàñòàñèÿ Âèêòîðîâíà, àñïèðàíò, êàôåäðà 
íåâðîëîãèè è íåéðîõèðóðãèè, ÑèáÃÌÓ, ã. Òîìñê. ORCID 
iD 0000-0001-7231-6213.
(*)  Êðàåâà Ëþäìèëà Ñåðãååâíà, å-mail: lskraeva@
yandex.ru.
Ïîñòóïèëà â ðåäàêöèþ  14.01.2019
Ïîäïèñàíà â ïå÷àòü 12.09.2019
Authors information
Kraeva Liudmila S., PhD, Assistant, Department of 
Neurology and Neurosurgery, SSMU, Tomsk, Russian 
Federation. ORCID iD 0000-0002-1614-3749.
Alifirova Valentina M., DM, Professor, Head of the 
Department of Neurology and Neurosurgery, SSMU, Tomsk, 
Russian Federation. ORCID iD 0000-0002-4140-3223.
Koroleva Ekaterina S., PhD, Associate Professor, 
Department of Neurology and Neurosurgery, SSMU, Tomsk, 
Russian Federation. ORCID iD 0000-0003-1911-166X.
Kuzmina Anastasia V., Post-Graduate Student, 
Department of Neurology and Neurosurgery, SSMU, Tomsk, 
Russian Federation. ORCID iD 0000-0001-7231-6213.
(*)  Kraeva Liudmila S., å-mail: lskraeva@yandex.ru
Received  14.01.2019
Accepted  12.09.2019 
Бюллетень сибирской медицины. 2019; 18 (4): 244–248
Краева Л.С., Алифирова В.М., Королева Е.С., Кузьмина А.В. Нейрональный цероидный липофусциноз 2-го типа
